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TRANSMITTAL FOR APPLICATION FOR EXTENSION OF PATENT 

Sir: 

Transmitted herewith for filing is an Application For Extension of Patent Term Under 35 
U.S.C. §156 with respect to the above-identified patent. 

Applicant, the assignee of the above-referenced patent, on this day has filed 
simultaneously four related applications for extension of patent term under 35 U.S.C. §156, 
including the present application referenced in the header above. These four patent term 
extension applications relate to different combinations of U.S. Patent nos. Re38,551 and 
5,654,301 and FDA approvals for New Drug Application nos. NDA 22-253 and NDA 22-254. 
The four patent term extension applications are summarized in the following table. 
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Attorney Docket No. 

Patent No. 

NDA No. 

Approved Product 

32555-0002-1 

Re3 8,551 

NDA22-253 

VIMPAT® (lacosamide) tablet 

32555-0002-2 

5,654,301 

NDA 22-254 

VIMPAT® (lacosamide) injection 

32555-0002-3 

Re38,551 

NDA 22-254 

VIMPAT® (lacosamide) injection 

32555-0002-4 

5,654,301 

NDA 22-253 

VIMPAT® (lacosamide) tablet 


Applicant asserts that it has the right, under 35 U.S.C. § 156, to extend two patents 
relating to VIMPAT® (lacosamide) because two NDAs, NDA 22-253 and NDA 22-254 for 
VIMPAT® (lacosamide) tablet and VIMPAT® (lacosamide) injection, respectively, were 
approved on the same day, namely October 28, 2008, and because there were no approvals of 
lacosamide that occurred prior to October 28, 2006. As such, Applicant has submitted the above 
four applications for patent term extension with the goal of ultimately obtaining one patent term 
extension for each of U.S. Patent nos. Re38,551 and 5,654,301. 

Applicant respectfully requests that if the Commissioner determines that both of U.S. 
Patent nos. Re38,551 and 5,654,301 are entitled to a patent term extension under the same 
regulatory review period or periods (i.e., for the same NDA(s)), and/or determines that at least 
one of U.S. Patent nos. Re3 8,551 and 5,654,301 is entitled to a patent term extension under both 
regulatory review periods (i.e., for both of the two NDA approvals), that the Commissioner 
establish a time period in accord with the policies set forth in MPEP § 2761 within which the 
Applicant will be permitted to elect the patent and product combination(s) for which extension is 
desired and/or to voluntarily withdraw applications. At that time, Applicant will elect and 
withdraw applications for patent term extension, as appropriate, to ensure that only one patent is 
extended for each NDA, and such that a given patent obtains only one extension under 35 U.S.C. 
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Applicant respectfully requests that if the Commissioner does not share Applicant’s view 
that it is entitled unden 35 U.S.C. § 156 to extend a different patent for each of the two above- 

identified simultaneously-approved NDAs, that the Commissioner direct the Office to contact the 

/ 

undersigned attorney. 


In light of the above, and in accordance with the requirements of 35 U.S.C. § 156, 
attached for the patent and NDA approval identified in the above header are the following: 

1 ) Application For Extension of Patent Term (including Exhibits A-F) - application 
14 pages and Exhibits 226 pages for 240 pages total; 

2) Extra copy 1 of Application for Extension of Patent Term (including Exhibits A- 
F) - application 14 pages and Exhibits 226 pages for 240 pages total; and 

3) Extra copy 2 of Application for Extension of Patent Term (including Exhibits A- 
F) - application 14 pages and Exhibits 226 pages for 240 pages total. 

[X] Please charge my Deposit Account No. 50-1349 the amount of $1,120.00, which is 
believed to be the appropriate fee for a patent term extension as established by 37 C.F.R. § 
1.20(j), . 

[XI The Commissioner is hereby authorized to charge payment of my fees associated with or 
necessary for the prosecution of this patent term extension application, including debiting 
any deficit or crediting any overpayment relating to the fee identified above, to Deposit 
Account No. 50-1349. 


Respectfully submitted, 

HOGAN & HARTSON LLP 


Dated: December 23. 2008 

HOGAN & HARTSON LLP 

555 Thirteenth Street, N.W. 
Washington, D.C. 20004 
Telephone: 202-637-6466 
Facsimile: 202-637-5910 
e-mail: kgshaw@hhlaw.com 
Customer No. 24633 


By: 

Kp^mG. Shaw 
Registration No. 43,1 10 
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U.S. Patent No. 5,654,301 

KOHN, Harold et al. 

August 5, 1997 

AMINO ACID DERIVATIVE ANTICONVULSANT 
Research Corporation Technologies, Inc. 

December 23, 2008 


Attorney Docket: 32555-0002-4 

NDA: NDA 22-253 (VIMPAT® tablet) 


Mail Stop Hatch- Waxman PTE 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 


APPLICATION FOR EXTENSION OF PATENT 
TERM UNDER 35 U.S.C. $156 

Commissioner for Patents: 

Applicant, Research Corporation Technologies, Inc., a non-profit corporation 
organized and existing under the laws of Delaware, and having a principal place of business at 
5210 E. Williams Circle, Suite 240, Tucson, Arizona 85711-4410, represents that it is the owner 
of the entire interest in and to U.S. Patent No. 5,654,301, granted to Harold Kohn and Darrell 
Watson for “Amino Acid Derivative Anticonvulsant,” as reflected in the assignment document 
recorded by the U.S. Patent and Trademark Office on January 12, 1993 at Reel 006433, Frame 
0347. Attached at Exhibit A is a Power of Attorney document appointing the undersigned 
patent attorney as legal representative of Applicant. 

Schwarz Biosciences, Inc. (“Schwarz”), a corporation of the state of Delaware 
and having a place of business at 1209 Orange St., Wilmington, DE 19801, is the owner of a 
New Drug Application (“NDA”) for VIMPAT® tablet, NDA number NDA 22-253. Schwarz 



U.S. Patent No. 5,654,301 
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Pharma AG (“SPAG”), having its registered office at Alfred-Nobel Strasse 10, 40789 Monheim, 
Germany, has exclusive license rights under U.S. Patent No. 5,654,301 to lacosamide, R-2- 
Acetamido-N-benzyl-3-methoxypropionamide. Schwarz and SPAG are related companies, 
being wholly owned by UCB S.A., which has its registered office at Allee de la Recherche 60, 
1070 Brussels, Belgium. Attached at Exhibit B is a Letter of Reliance document granting to the 
Applicant from Schwarz the right to rely upon NDA 22-253 and the activities of SPAG and its 
predecessors in interest 1 supporting FDA approval of VIMPAT® tablet for purposes of obtaining 
any and all patent term extensions available in conjunction with the approval of VIMPAT 
tablet. 

Applicant, acting through its duly authorized attorney, hereby submits this 
application for extension of patent term under 35 U.S.C. §156, based upon the approval by the 
Food and Drug Administration for commercial marketing or use of VIMPAT® tablet, since the 
active ingredient of VIMPAT® tablet is lacosamide and lacosamide falls within the ambit of the 
claims of U.S. Patent No. 5,654,301. The information contained in this Application and its 
Exhibits is provided in accordance with the rules promulgated by the U.S. Patent and Trademark 
Office at 37 CFR §§1.710-1.785 and presented in the manner set forth at 37 CFR §1.740. 

1 . A Complete Identification Of The Approved Product As By Appropriate 

Chemical And Generic Name. Physical Structure Or Characteristics 

The approved product, VIMPAT® tablet, contains lacosamide as its active 
ingredient and is indicated for adjunctive therapy in the treatment of partial-onset seizures in 
patients with epilepsy aged 1 7 years and older. The IUPAC chemical name of lacosamide is (R)- 
2-acetamido-N-benzyl-3-methoxypropionamide. Lacosamide has the empirical formula 
C 13 H 18 N 2 O 3 , and has a molecular weight of 250.30. Lacosamide is present in VIMPAT® tablet 
in the form of a single (R)-enantiomer, and has the structural formula: 


1 Harris FRC Corp., also a licensee of U.S. Patent No. Re38,551, originally filed the IND (IND 57,939) that 
ultimately led to NDA 22-253 and subsequent approval of VIMPAT® (lacosamide) tablet. That IND and all rights 
thereto, along with patent license rights, were subsequently transferred to Schwarz and SPAG, respectively, as 
detailed in Exhibit B and Exhibit F. 
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Lacosamide is prepared as a white to light yellow powder that is sparingly soluble in acetonitrile 
and ethanol. The approved product is formulated as tablets in four different dosages, 50 mg, 100 
mg, 150 mg, and 200 mg, for daily oral administration. The initial recommended dosage 
regimen is one 50 mg tablet twice daily (for 100 mg per day), and dosage can be increased, such 
as at weekly intervals of 100 mg/day as two equally divided doses, until a maintenance dose of 
200 to 400 mg/day (based upon individual patient response and tolerability) is reached. 
VIMPAT® tablets contain the following inactive ingredients: colloidal silicon dioxide, 
crospovidone, hydroxypropylcellulose, hypromellose, lecithin, magnesium state, 
microcrystalline cellulose, polyethylene glycol, polyvinyl alcohol, talc, titanium dioxide, and dye 
pigments. 

2. A Complete Identification Of The Federal Statute Including The Applicable 
Provisions Of Law Under Which The Regulatory Review Occurred 

The approved product, VIMPAT® tablet, was subject to regulatory review under 

Section 505 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. §355). 

3. An Identification Of The Date On Which The Product Received Permission For 
Commercial Marketing Or Use Under The Provision Of Law Under Which The 
Applicable Regulatory Review Period Occurred 

The approved product, VIMPAT® tablet, received permission for commercial 
marketing or use under Section 505 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 
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§355) on October 28, 2008. A copy of a letter from the Food and Drug Administration (“FDA”) 
indicating the date of approval is attached hereto at Exhibit C. 


4. In The Case Of A Drug Product, An Identification Of Each Active Ingredient In 
The Product And As To Each Active Ingredient, A Statement That It Has Not 
Been Previously Approved For Commercial Marketing Or Use Under The Federal 
Food, Drue, and Cosmetic Act. The Public Health Service Act. Or The Virus- 
Serum-Toxin Act. Or A Statement Of When The Active Ingredient Was 
Approved For Commercial Marketing Or Use (Either Alone Or In Combination 
With Other Active Ingredients), The Use For Which It Was Approved, And The 
Provision Of Law Under Which It Was Approved 

The active ingredient in VIMPAT® tablet is lacosamide, which has not been 
previously approved for commercial marketing or use under the Federal Food, Drug, and 
Cosmetic Act, the Public Health Service Act, or the Virus-Serum-Toxin Act. 


5. A Statement That The Application Is Being Submitted Within The Sixty Day 
Period Permitted For Submission Pursuant to 37 CFR $ 1.720(f) And An 
Identification Of The Date Of The Last Day On Which The Application Could Be 
Submitted 

This application is being submitted within the permitted sixty (60) day period, the 
last day of which is December 26, 2008. 


6. A Complete Identification Of The Patent For Which An Extension Is Being 
Sought Bv The Name Of The Inventor. The Patent Number. The Date Of Issue, 
And The Date Of Expiration 

The complete identification of the patent for which extension is sought is: 


Inventors: 

Patent Number: 
Issue Date: 
Expiration Date: 


Harold Kohn, and Darrell Watson 

5,654,301 

August 5, 1997 

August 5, 2014 (without extension under 35 U.S.C. §156) 


7. A Copy Of The Patent For Which An Extension Is Being Sought. Including The 
Entire Specification (Including Claims) And Drawings 

A complete copy of U.S. Patent No. 5,654,301 is annexed as Exhibit D. 
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8. A Copy Of Any Disclaimer. Certificate of Correction, Receipt Of Maintenance 
Fee Payment, Or Reexamination Certificate Issued In The Patent 

The patent for which extension is being sought has not been the subject of any 

disclaimer or reexamination certificate, but has had a certificate of correction duly issued by the 

U.S. Patent and Trademark Office. A copy of the certificate of correction, dated November 27, 

2001, is included at the end of the copy of U.S. Patent No. 6,654,301 annexed as Exhibit D. The 

first two scheduled maintenance fees for U.S. Patent 5,654,301 were duly paid on February 2, 

2001 and December 3, 2004 by Applicant, and the next maintenance fee is due to be paid by 

February 6, 2009. Copies of the maintenance fee statements evidencing past payments are 

annexed as Exhibit E. 


9. A Statement That The Patent Claims The Approved Product Or A Method Of 
Using Or Manufacturing The Approved Product. And A Showing Which Lists 
Each Applicable Patent Claim And Demonstrates The Manner In Which At Least 
One Such Patent Claim Reads On The Approved Product Or Method Of Using Or 
Manufacturing The Approved Product 

U.S. Patent No. 5,654,301 claims the approved product, VIMPAT® tablet. More 
specifically, claims 39-45 read on the approved product and claim the active ingredient of the 
final approved product lacosamide, claim 46 reads on the approved product and claims a 
composition comprising lacosamide, and claim 47 reads on methods that comprise using 
lacosamide for treatment of CNS (i.e., central nervous system) disorders. Claim 39, covering a 
compound, is compared to the approved product in the table below. 


Patent Claim 


Approved Product 


39. A compound of the formula 

Rj 

R —NH(C— CNH)*C — Ri 

II I II 

Q Rg A 

or the pharmaceutically 

acceptable salts thereof wherein R is aryl, aryl 
lower alkyl, heterocyclic, heterocyclic lower 


The active ingredient of the approved 
product is lacosamide, which is (R)- 
2-acetamido-N-benzyl-3- 
methoxypropionamide. Lacosamide 
has the structural formula identified 
above in Section 1 of this 
application. Comparison of the 
structural formula above with that in 
claim 39 shows that the benzyl group 
at the far right of the structural 
formula identified above in Section 1 
is an unsubstituted aryl lower alkyl 
and thus satisfies the claim’s 
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alkyl, cycloalkyl or lower cycloalkyl lower 
alkyl, wherein R is unsubstituted or is 
substituted with at least one electron 
withdrawing group or an electron donating 
group; 

Ri is hydrogen or lower alkyl and 
Ri is unsubstituted or substituted with at least 
one electron withdrawing group or at least one 
electron donating group; 

A and Q are both O; 

one of R 2 and R 3 is hydrogen and 
the other is lower alkyl which is substituted with 
an electron donating group or a electron 


definition of “R.” The -CH3 group at 
the far left is a lower alkyl that 
satisfies the claim’s definition of 
“Ri” The two double-bonded 
oxygen atoms satisfy the claim’s 
definition of both “A” and “Q.” The 
central chiral carbon atom is bonded 
to a hydrogen and a -CH2OCH3 
group (a lower alkyl substituted with 
a methoxy group), thus satisfying the 
claim’s requirement that one of R 2 
and R 3 be a hydrogen while the other 
of R 2 and R 3 is a lower alkyl 
substituted with an electron donating 
group. A lower alkoxy, such as a 
-OCH3 group, is defined by 
dependent claim 43 and the 
specification as a suitable electron 
donating group. Lacosamide 

qualifies as a chemical defined by 
claim 39 when n is equal to 1 . 


withdrawing group and n is 1-4. 


Claim 46, covering a therapeutic composition, is compared to the approved product in the table 
below. 


Patent Claim 

Approved Product 

46. An anti-convulsant 

composition comprising an anti-convulsant 
effective amount of a compound from any one 
of claim 37-42 and a pharmaceutical carrier 
therefor. 

The active ingredient of the approved 
product is lacosamide, and 

lacosamide falls within the scope of 
claim 39 as indicated above. The 
approved product is a tablet having a 
pharmaceutical carrier, such as 
hydroxypropylcellulose and 

microcrystalline cellulose. 


Claim 47, covering a method of treating central nervous system disorders, is compared to the 
approved product and its indicated use in the table below. 


Patent Claim 

Approved Product 

47. A method of treating CNS 

The active ingredient of the approved 
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disorders in an animal comprising administering 
to said animal an anti-convulsant effective 
amount of a compound of any one of claims 39- 
44. 


product is 
lacosamide falls 
claim 39 as 
Lacosamide is 
approved for the 
onset seizures 
epilepsy, which 
system (“CNS”) 


lacosamide, and 
within the scope of 
indicated above, 
an anticonvulsant 
treatment of partial- 
in patients with 
is a central nervous 
disorder. 
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10. A Statement. Beginning On A New Page. Of The Relevant Dates And 
Information Pursuant To 35 U.S.C. § 156(g) In Order To Enable The Secretary Of 
Agriculture. As Appropriate. To Determine The Applicable Regulatory Review 
Period As Follows (0: For A Patent Claiming A Human Drug Product. Antibiotic, 
Or Human Biological Product, The Effective Date Of The Investigational New 
Drug (IND) Application And The IND Number; The Date On Which A New 
Drug Application (NDA) Or A Product License Application (PLA) Was Initially 
Submitted And The NDA Or PLA Number And The Date On Which The NDA 
Was Approved Or The Product License Issued 

The FDA via teleconference on May 19, 1999 advised that the IND for VIMPAT® 
tablet (IND 57,939) became effective on May 19, 1999. For purposes of this application for 
patent term extension, the Applicant is entitled to an IND date of at least as early as May 19, 
1999. The NDA (NDA 22-253) for VIMPAT® tablet was initially submitted to the Food and 
Drug Administration on September 28, 2007 and was approved on October 28, 2008. 
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1 1. A Brief Description Beginning On A New Page Of The Significant Activities 
Undertaken By The Marketing Applicant During The Applicable Regulatory 
Review Period With Respect To The Approved Product And The Significant 
Dates Applicable To Such Activities 

A brief description of significant activities undertaken by the marketing applicant 
during the regulatory review period with respect to the approved product is annexed as Exhibit 
F. This exhibit provides a chronology of the major communications between the marketing 
applicant and the Food and Drug Administration, including a brief summary of the subject matter 
and date of these communications. 

Applicant reserves the right to supplement the chronology of Exhibit F with 
materials from which it was derived or other evidence related to Applicant’s conduct in obtaining 
the approval of VIMPAT® tablet. See, e.g., 21 CFR § 60.32. 
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12. A Statement Beginning On A New Page That In The Opinion Of The Applicant 
The Patent Is Eligible For The Extension And A Statement As To The Length Of 
The Extension Claimed, Including How The Length Of Extension Was 
Determined 

Applicant is of the opinion that U.S. Patent No. 5,654,301 is eligible for extension 
under 35 U.S.C. § 156, because it satisfies all of the requirements for such extension as follows: 

a. 35 U.S.C. SI 56(a): 37 CFR $ 1.720(a) 

U.S. Patent No. 5,654,301 claims a product, and a method of using a 
product. 

b. 35 U.S.C. g 156(a)(1): 37 CFR § 1.720(g) 

The term of U.S. Patent No. 5,654,301 has not expired before submission 
of this application. 

c. 35 U.S.C. £156(aX2)i 37 CFR § 1.720(b) 

The term of U.S. Patent No. 5,654,301 has never previously been extended 
under 35 U.S.C. §156. 

d. 35 U.S.C. § 156(a)(3): 37 CFR §1.730 

This application for extension is submitted by the authorized agent or the 
owner of record in accordance with the requirement of 35 U.S.C. § 156(d) 
and the rules of the U.S. Patent and Trademark Office. 

e. 35 U.S.C. SI 56(a)(4): 37 CFR SI. 720(d) 

The product VIMPAT® tablet has been subject to a regulatory review 
period as defined in 35 U.S.C. § 156(g) before its commercial marketing or 
use. 
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f. 35 U.S.C. §156(aV5¥AF 37 CFR §1.720(e¥r) 

The commercial marketing or use of the product VIMPAT® tablet after the 
regulatory review period is the first permitted commercial marketing or 
use of the product under the provision of the Federal Food, Drug, and 
Cosmetics Act (21 U.S.C. §360) under which such regulatory review 
period occurred. 

g. 35 U.S.C. $156fc¥4k 37 CFR §1.720ftf) 

No other patent has been extended for the same regulatory review period 
for the product VIMPAT® tablet. 

h. 35 U.S.C. §156fd¥P: 37 CFR S1.720ffl 

This application is submitted within the permitted 60 day period beginning 
on the date the product first received permission for commercial marketing 
or use. 

Applicant is of the opinion that U.S. Patent No. 5,654,301 is eligible for extension 
under 35 U.S.C. § 156 for 5 years, or 1827 days, as determined pursuant to 37 CFR §1.775 as 
follows: 

Patent Information : 

Patent 5,654,301 Issue Date 
Earliest non-provisional priority date 
Days Extension under 35 U.S.C. 154(b) 

FDA Information : 

Date IND Becomes Effective 
Date NDA Submitted to the FDA 
Date NDA Approved by the FDA 


August 5, 1997 
February 15, 1985 
0 


May 19, 1999 
September 28, 2007 
October 28, 2008 
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IND Period : 

Start Date of Regulatory Review Period 
IND Period (days) 

V 2 IND Period (days) 


May 19, 1999 

3054 

1527 


Regulatory Review Period Allowed : 

NDA Review Period (days) 397 

Regulatory Review Period (days) 345 1 

Reg. Rev. Period less 'A IND period (days) 1924 


Statutory Limitations : 

Patent Expiration Date (17 year term) 

Expiration under 5 year extension limitation (Date 1) 
Expiration under 14 from NDA approval limitation (Date 2) 
Expiration based upon full review period (Date 3) 

Final Expiration Date (Earliest of Date 1, Date 2, or Date 3) 
Maximum Extension in Days : 


August 5, 2014 
August 5, 2019 
October 28, 2022 
November 1 1, 2019 
August 5, 2019 
1827 


13. A Statement That Applicant Acknowledges A Duty To Disclo se To The 
Commissioner Of Patents And Trademarks And The Secretary Of H ealth And 
Human Services Any Information Which Is Material To The Determination Of 
Entitlement To The Extension Sought 

Applicant acknowledges a duty to disclose to the Commissioner of Patents and 
Trademarks and the Secretary of Health and Human Services any information which is material 
to any determinations of entitlement to the extension sought in the Application. 
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14. The Prescribed Fee For Receiving And Acting Upon The Application For 

Extension 

The prescribed fee pursuant to 37 CFR §1.200) for receiving and acting upon this 
application is to be charged to the Deposit Account of Applicant’s undersigned attorney as 
authorized in the attached letter. 

15. The Name, Address, And Telephone Number Of The Person To Whom Inquiries 

And Correspondence Relating To The Application For Patent Term Extension 

Are To Be Directed 

Please address all correspondence to: 

Kevin G. Shaw 
Hogan & Hartson, LLP 
555 Thirteenth St., NW 
Washington, DC 20004 

16. A Duplicate Of The Application Papers. Certified As Such 

Applicant hereby certifies that this application for extension is being filed in 

triplicate. 

17. An Oath Or Declaration 

Applicant, through its undersigned patent attorney authorized to practice before 
the Patent and Trademark Office and who has general authority from the agent or owner to act 
on behalf of the agent or owner in patent matters, being duly warned that willful false statements 
are punishable by fine or imprisonment or both under section 1001 of Title 18, United States 
Code and that willful false statements and the like may jeopardize the validity of this application 
and the patent to which it relates, states and declares that the following statements made based on 
his own knowledge are true and that all statements made on information and belief are believed 
to be true: 
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(1) The undersigned is registered to practice before the Patent and Trademark 
Office and is making this declaration as a patent attorney who has general 
authority to act on behalf of the applicant in patent matters. 

(2) The undersigned has reviewed and understands the contents of the 
application being submitted pursuant to this section; 

(3) The undersigned believes the patent is subject to an extension pursuant to 
37 C.F.R. § 1.710 in the event of NDA approval and, in the interim, is 
subject to an extension pursuant to 37 C.F.R. § 1.790; 

(4) The undersigned believes an extension of the length claimed is justified 
under 35 U.S.C. 156 and the applicable regulations; and 

(5) The undersigned believes the patent for which extension is being sought 
meets the conditions for extension of the term of a patent as set forth in 37 
C.F.R. § 1.720 in the event of NDA approval, and meets the requirements 
for an interim extension of a patent set forth in 37 C.F.R. § 1.790. 

If this application for extension of patent term is held to be informal, applicant 
may seek to have that holding reviewed by filing a petition with the required fee, as necessary, 
pursuant to 37 C.F.R. §§ 1.181, 1.182 or 1.183, as appropriate, within such time as may be set in 
any notice that the application has been held to be informal, or if no time is set, within one month 
of the date on which the application was held informal. 


Respectfully submitted, 


Dated: December 23, 2008 

HOGAN & HARTSON LLP 

555 13 th Street, N.W. 
Washington, D.C. 20004 
Telephone: 202-637-5600 
Facsimile: 202-637-5910 
Email: kgshaw@hhlaw.com 
Customer No.: 24633 



Registration No. 43,1 10 
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Exhibit B 


SCHWARZ 

LETTER OF RELIANCE PHARMA 

A member of the UCB Group, Inc. 

Mail Stop Hatch-Waxman PTE 
Office of Patent Legal Administration 
Room MOW 7D55 

600 Dulany Street (Madison Building) 

Alexandria, VA 22314 

Attn: Mary C. Till, Examiner 

Office of Patent Legal Administration 


Schwarz Biosciences, Inc. (having its registered office at 1209, Orange 
Street, Wilmington, Delaware 19801, USA; "SBI") is directly held by UCB Inc. 
(having its registered office at 1209, Orange Street, Wilmington, Delaware 
19801, USA), the latter being a directly and indirectly wholly-owned 
subsidiary of UCB Holdings, Inc. (having its registered office at 1209, 

Orange Street, Wilmington, Delaware 19801, USA) which is directly wholly- 
owned subsidiary of UCB S.A. (having its registered office at All6e de la 
Recherche 60, 1070 Brussels, Belgium). 

Schwarz Pharma AG (having its registered office at Alfred-Nobel Strasse 10, 
40789 Monheim, Germany; "SPAG") is directly held by UCB SP GmbH 
(having an office at Alfred-Nobel Strasse 10, 40789 Monheim, Germany) 
which is a directly wholly-owned subsidiary of UCB GmbH (having its 
registered office at Alfred-Nobel Strasse 10, 40789 Monheim, Germany), the 
latter being directly and indirectly held by UCB S.A. (having its registered 
office at Allee de la Recherche 60, 1070 Brussels, Belgium). 

SPAG has exclusive license rights regarding lacosamide, R-2-Acetamido-N- 
benzyl-3-methoxypropionamide, under U.S. Patent Nos. Re38,551 and 
5,654,301, as sublicensee of Harris FRC Corporation (having an office at 
2137 Route 35 Holmdel, New Jersey 07733; "Harris FRC") that is licensee 
from Research Corporation Technologies, Inc. (having an office at 5210 E. 
Williams Circle, Suite 240, Tucson, Arizona 85711-4410; "RCT"). Hence, 

SPAG, Harris FRC, and RCT are sublicensee, licensee and assignee, 
respectively, of U.S. Patent Nos. Re38,551 and 5,654,301. 

SBI, as NDA holder, authorizes RCT to rely on activities of SBI and its 
predecessors in interest relating to FDA approval of VIMPAT® lacosamide 
products as adjunctive therapy in treatment of partial-onset seizures in 
patients with epilepsy, in Tablet form under NDA 22-253 and in Injection 
form under NDA 22-254, in support of RCT's intension to apply for 
extension of patent term of U.S. Patent Nos. Re38,551 and 5,654, 301, as 
provided under 35 U.S.C. §156(d) (1), 37 C.F.R. §1.730 and MPEP 2752. 


SCHWARZ BIOSCIENCES, Inc. A member of the UCB Group , Inc. 

Mail P.0, Box HO 167 • Research Triangle Park • NC 27709 ■ Via Courier 8010 Arc o Corporate Drive * Suite 100 • Ro/e/g/t • NC 27617 • USA 
Rhone +1 919 767 2555 • Toll Free * 1 866 724 2467 • Fax +? 919 767 2S70 * www.schwar 2 pharma.com • vyww.ucb-group.com 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 

Food and Drug Administration 
Rockville, MD 20857 


NDA APPROVAL 

NDA 22-253 
NDA 22-254 


Schwarz Biosciences, Inc. 

Attention: Alan Blumberg 

Senior Director, US Regulatory Affairs 
P.O.Box 110167 

Research Triangle Park, NC 27709 


Dear Mr. Blumberg: 


Please refer to your new drug applications (NDAs) dated September 28, 2007, received 
September 28, 2007, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act (FDCA), for Vimpat (lacosamide) Tablets, 50 mg, 100 mg, 150 mg, and 200 mg, and 
Vimpat (lacosamide) Injection, 200 mg per 20 ml. 

We acknowledge receipt of your additional submissions dated: 


November 26, 2007 
December 13, 2007 
January 23, 2008 
February 13, 2008 
February 22, 2008 


March 20, 2008 
April '3, 2008 
April 9, 2008 
April 14, 2008 
April 18, 2008 


April 30, 2008 
May 9, 2008 
May 27, 2008 
June 1 1 , 2008 
July 11,2008 (2) 


July 17, 2008 
July 30, 2008 
August 1, 2008 
August 14, 2008 
August 27, 2008 


September 4, 2008 
September 23, 2008 
October 15, 2008 
October 21, 2008 


These new drug applications provide for the use of Vimpat (lacosamide) as follows: 


• Vimpat (lacosamide) Tablets as adjunctive therapy in the treatment of partial-onset seizures 
in patients with epilepsy aged 1 7 years and older. 

• Vimpat (lacosamide) Injection as adjunctive therapy in the treatment of partial-onset seizures 
in patients with epilepsy aged 1 7 years and older when oral administration is temporarily not 
feasible. 

We have completed our review of these applications, as amended. They are approved, effective 
on the date of this letter, for use as recommended in the enclosed agreed-upon labeling text. 
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Your applications for Vimpat (lacosamide) Tablets and Injection (NDA 22-253, 22-254) were 
not referred to an FDA advisory committee because your products are members of the class of 
previously approved anti-epileptic drugs and the products did not pose unique concerns beyond 
those applicable to other members of this class. 

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

We are waiving the pediatric study requirement for ages 0 to 1 month for these applications 
because necessary studies are impossible or highly impracticable because there are too few 
children with partial onset seizures in this age group to study. 

In addition, we are deferring submission of your pediatric studies in partial onset seizures for 
ages 1 month up to 17 years for this application because this product is ready for approval for use 
in adults and the pediatric studies have not been completed. 

Your deferred pediatric studies required by section 505B(a) of the FDCA are required 
postmarketing studies. The status of these postmarketing studies must be reported annually 
according to 21 CFR 3 14.8 1 and section 505B(a)(3)(B) of the FDCA. These required studies are 
listed below. 

1 . Deferred pediatric studies under PREA for the adjunctive treatment of partial onset seizures 
in pediatric patients ages 1 month up to 17 years. 

Final Report Submission: July 2013 

Submit final study reports to these NDAs. For administrative purposes, all submissions related 
to these required pediatric postmarketing studies must be clearly designated “Required 
Pediatric Assessment.” 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

Title IX, Subtitle A, Section 901 of Food and Drug Administration Amendments Act of 2007 
(FDAAA) amends the FDCA to authorize FDA to require the submission of a Risk Evaluation 
and Mitigation Strategy (REMS) if FDA determines that such a strategy is necessary to ensure 
that the benefits of the drug outweigh the risks (section 505-1 (a)). This provision took effect on 
March 25, 2008. 

In accordance with section 505-1 of the FDCA, as one element of a REMS, FDA may require the 
development of a Medication Guide as provided for under 21 CFR Part 208. Pursuant to 21 CFR 
Part 208, FDA has determined that Vimpat (lacosamide) poses a serious and significant public 
health concern requiring the distribution of a Medication Guide. The Medication Guide is 
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necessary for patients’ safe and effective use of Vimpat (lacosamide). FDA has determined that 
Vimpat (lacosamide) has serious risks of which patients should be made aware because 
information concerning the risks could affect patients' decisions to use Vimpat (lacosamide). In 
addition, patient labeling could help prevent serious adverse effects related to the use of these 
products. Vimpat (lacosamide) may increase the risk of suicidal thoughts or behavior in patients 
taking anti-epileptic drugs for any indication. Under 21 CFR 208, you are responsible for 
ensuring that the Medication Guide is available for distribution to patients who are dispensed 
Vimpat (lacosamide). 

Your proposed REMS, submitted on October 17, 2008, in an electronic communication, is 
approved. The REMS consists of the Medication Guide included with this letter and the 
timetable for submission of assessments of the REMS included in your October 1 7, 2008 
submission. 

Prominently identify submissions containing REMS assessments or proposed modifications of 
the REMS with the following wording in bold capital letters at the top of the first page of the 
submission: 

• NDA 22-253 & 22-254 REMS ASSESSMENT 

• NEW SUPPLEMENT FOR NDA 22-253 & 22-254 
PROPOSED REMS MODIFICATION 

< other supplement identification > [if included] 

<REMS ASSESSMENT [if included] 

POSTMARKETING REQUIREMENTS UNDER 505fo) 

Title IX, Subtitle A, Section 901 of FDAAA amends the FDCA to authorize FDA to require 
holders of approved drug and biological product applications to conduct postmarketing studies 
and clinical trials for certain purposes, if FDA makes certain findings required by the statute 
(section 505(o)(3)(A), 21 U.S.C. 355(o)(3)(A)). 

We have determined that an analysis of spontaneous postmarketing adverse events reported 
under subsection 505(k)(l) of the FDCA will not be sufficient to assess the known serious risk of 
developmental neurotoxicity. 

Furthermore, the new pharmacovigilance system that FDA is required to establish under section 
505(k)(3) has not yet been established and is not sufficient to assess this serious risk. 

Therefore, based on appropriate scientific data, FDA has determined that you are required, 
pursuant to section 505(o)(3) of the FDCA, to conduct the following study: 

2. A nonclinical study in rats to examine the effects of Vimpat (lacosamide) on brain 

development during the prenatal and early postnatal periods using more sensitive techniques 
for assessing central nervous system structure and function than were employed in the 
standard pre- and postnatal development study. You should consider the use of multiple 
daily dosing as a means of achieving higher plasma drug exposures during pregnancy and to 
better mimic the human exposure pattern. 
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The timetable you have submitted on October 28, 2008 states that you will conduct this study 
according to the following schedule: 

Protocol Submission: Within 6 months of approval 

Final Report Submission: Within 30 months of approval 

Submit protocols to your IND 57,939 with a cross-reference letter to these new drug applications 
(NDA) 22-253 and 22-254. Submit final reports to your NDAs 22-253 and 22-254. Please use 
the following designators to label prominently all submissions, including supplements, relating 
to this postmarketing study as appropriate: 

• Required Postmarketing Protocol under 505(o) 

• Required Postmarketing Final Report under 505(o) 

• Required Postmarketing Correspondence under 505(o) 

Section 505(o)(3)(E)(ii) of the FDCA requires you to report periodically on the status of any 
study or clinical trial required under this section. This section also requires you to periodically 
report to FDA on the status of any study or clinical trial otherwise undertaken to investigate a 
safety issue. Section 506B of the FDCA, as well as 21 CFR 314.81 (b)(2)(vii) requires you to 
report annually on the status of any postmarketing commitments or required studies or clinical 
trials. 

FDA will consider the submission of your annual report under section 506B and 21 CFR 
314.81 (b)(2)(vii) to satisfy the periodic reporting requirement under section 505(o)(3)(E)(ii) 
provided that you include the elements listed in 505(o) and 21 CFR 3 14.81 (b)(2)(vii). We 
remind you that to comply with 505(o), your annual report must also include a report on the 
status of any study or clinical trial otherwise undertaken to investigate a safety issue. Failure to 
submit an annual report for studies or clinical trials required under 505(o) on the date required 
will be considered a violation of FDCA section 505(o)(3)(E)(ii) and could result in enforcement 
action. 

POSTMARKETING COMMITMENTS 


We acknowledge your written commitment to conduct the following postmarketing study as 
described in your submission dated October 28, 2008, as outlined below: 

3. In vitro data to determine which enzymes may be involved in the metabolism of Vimpat 
(lacosamide) in addition to CYP2C19. 

Final Report Submission: within 18 months of approval 

Submit the protocol to your IND Submit nonclinical and chemistry, manufacturing, and 

controls protocols and all study final reports to these NDAs. In addition, under 21 CFR 
314.81(b)(2)(vii) ,and 3 14.8 l(b)(2)(viii), you should include a status summary of each 
commitment in your annual report to these NDAs. The status summary should include expected 
summary completion and final report submission dates, any changes in plans since the last 
annual report, and, for clinical studies, number of patients entered into each study. 
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All submissions, including supplements, relating to these postmarketing study commitments 
should be prominently labeled: 

• Postmarketing Study Commitment Protocol 

• Postmarketing Study Commitment Final Report 

• Postmarketing Study Commitment Correspondence 

HIGHLIGHTS WAIVER 


We are waiving the requirements of 21 CFR 201.57(d)(8) regarding the length of Highlights of 
prescribing information. This waiver applies to all future supplements containing revised 
labeling unless we notify you otherwise. 

CONTENT OF LABELING 


As soon as possible, but no later than 14 days from the date of this letter, please submit the 
content of labeling [21 CFR 314.50(1)] in structured product labeling (SPL) format as described 
at http://www.fda.gov/oc/datacouncil/spl.html that is identical to the enclosed labeling (text for 
the package insert and Medication Guide). Upon receipt, we will transmit that version to the 
National Library of Medicine for public dissemination. For administrative purposes, please 
designate this submission, “SPL for approved NDA 22-253 and NDA 22-254.” 

CARTON AND IMMEDIATE CONTAINER LABELS 


Submit final printed carton and container labels as soon as they are available, but no more than 
30 days after they are printed. Please submit these labels electronically according to the 
guidance for industry titled Providing Regulatory Submissions in Electronic Format - Human 
Pharmaceutical Product Applications and Related Submissions Using the eCTD Specifications 
(October 2005). Alternatively, you may submit 12 paper copies, with 6 of the copies individually 
mounted on heavy-weight paper or similar material. For administrative purposes, designate this 
submission “Final Printed Carton and Container Labels for approved NDA 22-253 and 
NDA 22-254” Approval of this submission by FDA is not required before the labeling is used. 

In addition, we note your agreement on October 28, 2008 to address and make the following 
changes into your carton and immediate container labels: 

General 
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Marketing the products with FPL that is not identical to the approved labeling text including the 
changes noted above may render the product misbranded and an unapproved new drug. 

CONTROLLED SUBSTANCE CLASS 


We have recommended that this product be scheduled under the Controlled Substances Act. We 
remind you of the following statement that appears on the Form FDA 356h, “If this application 
applies to a drug product that FDA has proposed for scheduling under the Controlled Substances 
Act, I agree not to market the product until the Drug Enforcement Administration makes a final 
scheduling decision.” Once a final scheduling decision is made, your label must be amended to 
reflect the schedule. 

EXPIRATION DATE (Injection) 

We grant the proposed 36 month drug product expiry, when stored at controlled room 
temperature, for lacosamide 200 mg/20 mL injecti on packa ged in 20 mL type I colorless glass 
vials with a grey rubber stopper coated with a[ b ) W land aluminum overseal. 


PROMOTIONAL MATERIALS 


You may request advisory comments on proposed introductory advertising and promotional 
labeling. To do so, submit, in triplicate, a cover letter requesting advisory comments, the 
proposed materials in draft or mock-up form with annotated references, and the package insert(s) 
to: 


Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Drug Marketing, Advertising, and Communications 

590 1-B Ammendale Road 

Beltsville, MD 20705-1266 

As required under 21 CFR 3 14.8 1 (b)(3)(i), you must submit final promotional materials, and the 
package insert(s), at the time of initial dissemination or publication, accompanied by a Form 
FDA 2253. For instruction on completing the Form FDA 2253, see page 2 of the Form. For 
more information about submission of promotional materials to the Division of Drug Marketing, 
Advertising, and Communications (DDMAC), see www.fda.gov/cder/ddmac. 

LETTERS TO HEALTH CARE PROFESSIONALS 


If you issue a letter communicating important safety related information about this drug product 
(i.e., a “Dear Health Care Professional” letter), we request that you submit an electronic copy of 
the letter to both this NDA and to the following address: 
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MedWatch 

Food and Drug Administration 
Suite 12B05 
5600 Fishers Lane 
Rockville, MD 20857 

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA (21 
CFR 314.80 and 314.81). 

MEDWATCH-TO-MANUFACTURER PROGRAM 


The MedWatch-to-Manufacturer Program provides manufacturers with copies of serious adverse 
event reports that are received directly by the FDA. New molecular entities and important new 
biologies qualify for inclusion for three years after approval. Your firm is eligible to receive 
copies of reports for this product. To participate in the program, please see the enrollment 
instructions and program description details at www.fda.gov/roedwatch/report/rnmp.htm . 

If you have any questions, call Jacqueline H. Ware, Pharm.D., Supervisory Regulatory Project 
Manager, at (301) 796-1 160. 


Sincerely, 


{See appended electronic signature page } 


Ellis F. Unger, M.D. 

Deputy Director (Acting) 

Office of Drug Evaluation I 

Center for Drug Evaluation and Research 


Enclosures (FDA Approved Labeling Text, Medication Guide, and REMS document) 



This is a representation of an electronic record that was signed electronically and 
this page is the manifestation of the electronic signature. 


/s/ 


Ellis Unger 

10/28/2008 08:00:13 PM 
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Exhibit F 

A brief description of significant activities undertaken by the sponsor, Schwarz Biosciences, Inc. 
(“Schwarz”) (or its predecessor in interest), during the regulatory review period for VIMPAT® 
(lacosamide) tablets, together with applicable dates, follows below. 

1. Overview 

Between May 19, 1999 and September 28, 2007, Schwarz conducted multiple clinical studies of 
VIMPAT® using the tablet formulation, including three primary, multicenter, double-blind, 
randomized, placebo-controlled, parallel-group studies, 1 completed open-label, supporting 
efficacy study, and 3 ongoing open-label extension studies evaluating long-term safety and 
efficacy. Two additional completed open-label studies used a capsule formulation. Schwarz also 
conducted at least 13 pharmacokinetic and pharmacodynamic studies. 

Between September 28, 2007 and October 28, 2008, Schwarz responded to numerous requests 
for information from FDA. The dates of those responses are summarized in Section 4. 


2. Key Regulatory Dates 


February 22, 1999 
March 24, 1999 

May 19, 1999 

IND 57,939 submitted to FDA 

Teleconference with FDA - FDA informed that IND is on clinical 
hold 

Teleconference with FDA - FDA informed that IND is in effect 

May 12, 2000 
June 9, 2000 

Notification to FDA (via letter) of transfer of sponsorship of IND 
57,939 from Harris FRC Corporation to Schwarz 
FDA acknowledgment of transfer 

November 3, 2004 

End-of-Phase II Meeting with FDA 

July 19, 2006 
September 6, 2006 

Pre-NDA Meeting with FDA 

Meeting with FDA regarding abuse liability 

September 28, 2007 
October 22, 2007 
December 1 0, 2007 

NDA 22-253 submitted to FDA 

FDA letter acknowledging receipt of NDA 

FDA letter accepting NDA for filing 

October 28, 2008 

FDA approval letter of NDA 22-253 
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3. Summary of Phase III Clinical Studies 


Start 

Stop 

Study 

FSI 1 1 Feb 2002 

LSO 07 May 2004 

SP667 (multicenter, double-blind, randomized, 
placebo-controlled parallel group study to 
investigate efficacy and safety of adjunctive 
therapy in subjects with partial seizures with or 
without secondary generalization) 

FSI 07 Jun 2004 

LSO 24 Jan 2006 

SP755 (multicenter, double-blind, randomized, 
placebo-controlled parallel group study to 
investigate efficacy and safety of adjunctive 
therapy in subjects with partial seizures with or 
without secondary generalization) 

FSI 18 Mar 2004 

LSO 16 Aug 2006 

SP754 (multicenter, double-blind, randomized, 
placebo-controlled parallel group study to 
investigate efficacy and safety of adjunctive 
therapy in subjects with partial seizures with or 
without secondary generalization) 


4. NDA Amendments 

Following the initial submission of the NDA on September 28, 2007, Schwarz submitted 
additional information to FDA on the following dates: 


November 26, 2007 
December 13, 2007 
January 23, 2008 
February 13, 2008 
February 22, 2008 
March 20, 2008 
April 3, 2008 
April 9, 2008 


April 14, 2008 
April 18, 2008 
April 30, 2008 
May 9, 2008 
May 27, 2008 
June 1 1, 2008 
July 11,2008 (2) 
July 17, 2008 


July 30, 2008 
August 1 , 2008 
August 14, 2008 
August 27, 2008 
September 4, 2008 
September 23, 2008 
October 15, 2008 
October 2 1 , 2008 


5. Additional Information 

A more detailed description of the activities undertaken by the NDA holder, including those 
otherwise listed above in this Exhibit, is set forth in the IND 57,939 Submissions and NDA 22- 
253 Submissions tables (each table being produced across multiple pages that are independently 
numbered)produced on the remainder of the pages of this Exhibit. 
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Pharmacology/Toxicology developmental toxicity study of 
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20-0ct-05 0381 Protocol Amendment: SP754 New investigators 
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10-Aug-06 0471 Information Amendment: AA24877 Effects of SPM 927 (0.3, 1 and 3 mg/kg) 

Pharmacology/Toxicology on harmaline-induced tremors in rats 
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13-Feb-08 0004 Amendment to a Pending Application Response to request: clinical; respond to questions received 15-JAN, 29- 

JAN, and 31 -JAN-2008 



Submission Date Sequence No Submission Type Study No Title of Report 
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20-Mar-08 FDA Correspondence Dr. Sood, FDA, mails information request letter regarding drug substance and 

drug product 





1 1 -Apr-08 General Correspondence Email Ware responses to questions emailed 04-APR-2008 on drug substance 

and IV/syrup formulation 
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22-May-08 FDA Correspondence Ware emails request from clinical review team for additional information on 

subject 588/8061 




Submission Date Sequence No Submission Type Study No Title of Report 

1 1 -Jul-08 General Correspondence Email Ware pediatric development document 
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25-Jul-08 FDA Correspondence Ware emails the Action letter for pain indication should be issued based on 

the old regulations 
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